Background: Liver is the second most commonly involved organ in druginduced systemic hypersensitivity reactions (DiSH). Although liver function is very important indicator in the course of DiSH, there have been few studies about the characteristics of the liver injury. In present study, we investigated clinical characteristics of DiSH associated with liver injury (liver-DiSH) Methods: We retrospectively reviewed medical records of 38 hospitalized patients who developed liver-DiSH (AST or ALT $80 IU/L) from January 2008 to February 2011 in a tertiary referral hospital. We analyzed culprit drugs, the type and degree of liver injury, and the effect of systemic corticosteroids. Fisher's exact test and Chi-square test and Mann-Whitney test were used for statistical analysis. Results: Thirty-eight patients of liver-DiSH were enrolled, whose clinical phenotypes were Stevens-Johnson syndrome/toxic epidermal necrolysis (SJS/ TEN) (n ¼ 9, 24%), drug reaction with eosinophilia and systemic symptoms (DRESS) (n ¼ 23, 60%), maculopapular rash (MP rash) (n ¼ 5, 13%) and acute generalized exanthematous pustulosis (AGEP) (n ¼ 1, 3%). Antibiotics (n ¼ 16/ 38, 41%) was the most common cause of liver-DiSH. Culprit agents of liverDiSH were allopurinol (n ¼ 3/9, 33%) in SJS/TEN and antibiotics (n ¼ 13/23, 57%) in DRESS. Mortality tended to be higher in SJS/TEN than in DRESS (22% (2/9) vs 17% (4/23), P ¼ 0.846). The patients were studied based on history of DRESS based on standardized scoring systems and using an adapted ENDA (European Network of Drug Allergy) questionnaire. Clinical and demographic data were analysed. Results: Twenty-nine cases were validated as probable or definitive DRESS, 20 females (69%) and the mean age was 43.6. The reactions generally started with fever and exanthema. All cases had exanthema, mucosal involvement was found in 4 patients (13%). Fever .388C was present in 89% and lymphadenopathy in 55%. Involvement of a single internal organ (69%) or variable combination of 2 or more internal organs (17%) was common, predominantly related to liver (79%), kidney (17%) and lung (6.8%). Eighty percent of patients with renal involvement required dialysis. Eosinophilia was documented in 89% and atypical lymphocytes in 31%. Sixty-nine percent were related with antiepileptics, 10% with sulfonamides and 6.8% with allopurinol, 6.8% with b-lactams antibiotics and 6.8% with non-steroidal anti-inflammatory drugs. The mean interval between the intake of the suspected drug and the reaction was 27.6. In all patients the duration of the reaction was protracted (.15 days). Forty-eight patients reported the intake of more than 2 drugs at the same time of the reaction, but in all cases there was 01 drug suspected. No fatalities occurred. Conclusions: This series confirmed the clinical variability of DRESS, highlighting skin, fever, lymphadenopathy, internal organs involvement and eosinophilia. There was severe internal organ involvement, but no fatalities occurred. Clinical characters and time of onset of the reactions differs from others non-immediate hypersensitivity reactions, it supports that DRESS is an original phenotype. Prospective long-term multicentric epidemiological studies may be important for better understanding of this syndrome. Background: Among the milk whey proteins, b-lactoglobulin (b-Lg) is the main allergen. In native state, b-Lg is resistant to pepsin, which is considered an indicator of its allergenic potential. Protein antigenicity can be reduced by treatment with transglutaminase (TG), an enzyme which catalyses inter or intra crosslink between Lys and Gln residues. Reducing agents have been used to increase the access of TG to the Lys and Gln residues. This study aimed at investigating the antigenicity and digestibility by pepsin of b-Lg modified by TG in the presence of the reducing agent glutathione (GSH).
The patients were studied based on history of DRESS based on standardized scoring systems and using an adapted ENDA (European Network of Drug Allergy) questionnaire. Clinical and demographic data were analysed. Results: Twenty-nine cases were validated as probable or definitive DRESS, 20 females (69%) and the mean age was 43.6. The reactions generally started with fever and exanthema. All cases had exanthema, mucosal involvement was found in 4 patients (13%). Fever .388C was present in 89% and lymphadenopathy in 55%. Involvement of a single internal organ (69%) or variable combination of 2 or more internal organs (17%) was common, predominantly related to liver (79%), kidney (17%) and lung (6.8%). Eighty percent of patients with renal involvement required dialysis. Eosinophilia was documented in 89% and atypical lymphocytes in 31%. Sixty-nine percent were related with antiepileptics, 10% with sulfonamides and 6.8% with allopurinol, 6.8% with b-lactams antibiotics and 6.8% with non-steroidal anti-inflammatory drugs. The mean interval between the intake of the suspected drug and the reaction was 27.6. In all patients the duration of the reaction was protracted (.15 days). Forty-eight patients reported the intake of more than 2 drugs at the same time of the reaction, but in all cases there was 01 drug suspected. No fatalities occurred. Conclusions: This series confirmed the clinical variability of DRESS, highlighting skin, fever, lymphadenopathy, internal organs involvement and eosinophilia. There was severe internal organ involvement, but no fatalities occurred. Clinical characters and time of onset of the reactions differs from others non-immediate hypersensitivity reactions, it supports that DRESS is an original phenotype. Prospective long-term multicentric epidemiological studies may be important for better understanding of this syndrome. Background: Among the milk whey proteins, b-lactoglobulin (b-Lg) is the main allergen. In native state, b-Lg is resistant to pepsin, which is considered an indicator of its allergenic potential. Protein antigenicity can be reduced by treatment with transglutaminase (TG), an enzyme which catalyses inter or intra crosslink between Lys and Gln residues. Reducing agents have been used to increase the access of TG to the Lys and Gln residues. This study aimed at investigating the antigenicity and digestibility by pepsin of b-Lg modified by TG in the presence of the reducing agent glutathione (GSH).
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Methods and Results:
The polymerization of b-Lg (Davisco, MN, USA) by microbial TG (WM, Ajinomoto Ltda, Brazil) was studied using a central-composite experimental design with 2 independent variables, GSH concentration [GSH] (0-0.2 mmol L 21 ) and enzyme:substrate ratio (E/S) (0-44.1 U g 21 ). The dependent variable was the response of specific IgE obtained from the serum of BALB/c mice sensitized with native b-Lg (IgE anti-b-Lg) against the modified protein. Polymerization was carried out at 508C/180 minutes and stopped by heating at 808C/5 min. Digestion was simulated using pepsin (E/S 1:20 w/w, pH 2, 378C, 1 hour), and SDS-PAGE and the ELISA assay used to characterize and evaluate the antigenicity of the samples, respectively. The linear and quadratic factors of [GSH] and E/S, and their interaction, showed no significant effect on the response of lgE. No treatment resulted in a decrease in the response of IgE anti-b-Lg, but a significant (P , 0.05) increase was observed in the response of IgE against treatments 1, 7 and center point. Intact b-Lg was observed in the electrophoretic profile of the digested samples, indicating resistance to pepsin. After digestion, the samples not presented difference with respect to the digested native b-Lg sample (213.06 6 9.59 ng mL 21 ). Conclusion: Polymerization of the b-Lg with TG in the presence of the GSH did not alter its digestibility by pepsin or decrease the antigenicity. Under some of the conditions studied the antigenicity of the b-Lg increased, indicating that the treatment could have created or exposed epitopes.
Immediate and No Immediate Reactions Induced by Iodinated Contrast Medium Nonionic Among Hospitalized Patients: Incidence and Severity
Martín Bedolla-Barajas, MD. Servicio de Alergia e Inmunología Clínica, Hospital Civil de Guadalajara, Guadalajara, Mexico.
Background: Contrast media (CM) are among the most widely used medications in the world. Our objective was to estimate the severity and incidence of adverse reactions to MC, first administered in hospitalized patients. Methods: We prospectively studied 99 patients requiring computed tomography (CT) enhanced with MC. Immediate adverse reactions were identified by direct questioning and/or physical examination after administration of iodinated CM nonionic low osmolarity. Additionally, blood pressure, heart rate, oxygen saturation, serum creatinine and total count of eosinophils were measured before and after the procedure. Results: Mean age of patients was 50.4 6 20.2 years, women were 52. The occurrence of immediate adverse reactions and no immediate observed were 26.3 and 10.1% respectively. Eighteen (69.2%) of the immediate reactions were mild, 6 (23.1%) moderate and 2 (7.7%) severe (both developed symptomatic arrhythmias). The most common manifestations were warmth, nausea and itching, nephrotoxicity was observed in 5.1% of patients and eosinophilia in 3.1%. No skin reactions documented. Median serum creatinine before and after the procedure not observed significant difference (P ¼ 0.130), instead the total number of eosinophils did show difference (P , 0.001).
Conclusions: Our results demonstrate a high incidence of adverse reactions compared with previously published reports worldwide. Although most adverse reactions are mild, those of severe intensity, with increased mortality and morbidity, increased costs and hospital length of stay continue to occur despite the increased use of contrast media of low osmolarity. More prospective studies that share the same methodology are needed to determine the actual frequency. Results: We evaluated 25 cases of severe drug reactions, among which 13 (52%) were Drug Rash with Eosinophilia and Systemic Symptoms (DRESS), 7 (29.4%) Stevens-Johnson syndrome (SJS), 4 (16) Toxic Epidermal Necrolysis (TEN) and 1 (4%) Acute Generalized Exanthematous Pustulosis (PEGA). The patients' ages ranged from 5 to 77 years (median ¼ 37), 13 (52%) were male. The drug classes more closely related were antibiotics 18 (45%), non-steroidal anti-inflammatory 12 (30%) and anticonvulsants 9 (25%). The mean length of hospital stay was 15 days. Systemic involvement occurred in 15 (60%) patients, of whom 15 (100%) liver involvement, 5 (33%) kidney, 2 (13%) pancreatic and 1 (6%) thyroid. There was mucosal involvement in 12 (80%) cases. Three patients (12%) had septicemia, which led to mortality. All of them had TEN with extensive cutaneus involvement. Other patients presented sequelae in the skin (4-16%) and in the eyes (5-20%). Other complications observed were: cholestatic syndrome, immunodeficiency and autoimunidade, each of them in one patient. Conclusion: In this serie of cases, DRESS was the most frequent disease and antibiotics were the drugs most commonly implicated. The average hospital stay was prolonged. Liver involvement was the main systemic commitment. TEN was responsible for the major mortality rate. Clínica Lepoldo Aguerrevere, Caracas, Venezuela. Background: Type I Allergy had been defined as an adverse immunologic reaction mediated by IgE that occurs after a repeated exposure to specific protein. The prevalence of the allergies has increased considerably in the past 20 years, thus increasing the need of study the response to several allergens. The objective was evaluate the frequency of foods and respiratory allergens sensitization in patients referred to Corpodiagnostica Laboratory (Caracas, Venezuela, ISO 9001:2008 certified laboratory) in the period that correspond from January 2010 and to July 2011. Methods: There were a total of 2.445 patients with a request of specific IgE against some foods and aero-allergens. The sample was divided in groups according the age and sex. We measured the specific IgE to each patient by the in vitro RIDA Allergy-screen immunoblot method (r-biopharm, Germany). Results: The frequency of sensitization to aeroallergens were 41, 48% in 2010 (the most frequent were dust mites in the fallowing order: Dermatophagoides pteronissinus, D. farinae and Blomia tropicalis), and 51, 20% in 2011, being the frequent: D. farinae, B. tropicalis and D. pteronissinus. In the case of food allergens the frequency of sensitization were 25, 99% in 2010 and 36, 47% in 2011. Conclusions: In Venezuela the most frequent aero-allergens during the whole period were the dust mites, unlike other countries with established weather seasons, by another hand for food allergens the most frequent were milk and cheese. In most patients, the specific concentration of IgE type antibodies against the aero-allergens and food proteins were low, however, we observed that for some allergens such as dust mites and seafood the concentration achieved were higher. The food allergies could predisposes to a further respiratory complication, therefore it is important the diagnosis of this kind of reactions. (Gal d 1) is conformationally stabilized by 9 disulfide bonds. However, patients with persistent egg-allergy have more IgE against sequential than conformational epitopes of ovomucoid. We investigated whether natural or added food compounds may cause reduction of disulfide bonds and linearization of ovomucoid. Methods: Reduced ovomucoid in raw eggwhite was detected using a fluorescence-labeled alkylation probe. The common anti-oxidants glutathione and cystein were used for in vitro linearization and effects were monitored by CD-spectrometry. Egg-allergic patients were tested serologically (n ¼ 19) and by skin prick test (n ¼ 9) for IgE against native and linearized ovomucoid and optionally its cooked state. Results: Linearized ovomucoid could be detected in native eggwhite. Glutathione and cystein treatments, but not cooking linearized ovomucoid, as confirmed by CD-spectrometry. In Western Blot involving cooking more patients had IgE against reduced than native ovomucoid. In ELISA, most IgE was found against raw and native ovomucoid. Cooking of native ovomucoid significantly decreased, whereas cooking of previously linearized ovomucoid enhanced IgEbinding. In skin prick test 5/9 patients reacted with linearized ovomucoid. Conclusions: Linearized ovomucoid is present in natural eggwhite. Glutathione which is occurring naturally but is also frequently used as structure improving additive in processed food is partly responsible. Additional cooking
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